PCT/J ( PO 3/1 3 8 5 1 



Int.Cl T A61K38/46, A61K45/00, A61P15/00. A61P25/28. A61P31/04, A61P43/00, C12N9/64, C12N15/57 



Int.Cl T A61K38/46, AG1K45/00, A61P15/00, A61P25/28, A61P31/04, A61P43/00, C12N9/64, C12N15/57 



CAPlus(STN), BIOSIS(STN), MEDLINE (STN), EMBASE(STN), WPI, JOIS 







iii3ji<o«iia©## 


P, x 
P, A 


iff** vt?x4«GP i r^-SKawaffltH^w** 

No. 11234101 p. 69-72 


1-4 
5-10 



roj piiaafe teJB, j^^^s&i-s^K 



BUOHEfcftT LfcB 

0 3. 0 2. 04 


bksb£«so3S£b 24. 2. 2004 


BBRB*»B8«>**aT/*Tjfe 

B^H^fF/r (I SA/J P) 
100-8915 
II^WEM^MET S 4# 3-^ 


raw*** 

Sfg#-*§- 03-3581-1101 P 


4C 


8 8 2 8 


Itt 3 4 5 2 



SKPCT/ISA/2 10 (I2^v>) (1 9 9 8^7^) 



B05fflM#4§- PCT/J P 0 3/1 3 8 5 1 



c (&§•) . 










Willi" <5 


A 


WO 91/354 Al (INSERM INST NAT SANTE & RECH MED) 1991. 01. 10 

Xfik±ft & FR 2649412 Al & EP 432254 Al & JP 4-500 
612 A & CA 2035888 Al & US' 5801040 A 


1-7 


A 


JP 2001-316287 A v^^^^fxt: , — • • ^/^) <suui. 11. lo 


1 —7 


A 


W0 95/32725 Al (QUEEN MARY & WESTFIELD COLLEGE) 1995. 12. 07 

JcWl±ft & AU 9525345 B & EP 760672 Al & US 601101 
5 A & JP 2001-506225 A 


1-7 


X 


JASPARD,E. et al. 'Differences in the properties and enzyraa 
tic specificities of the two active sites of angiotensin I~c 
onverting enzyme (kininase II). Studies with bradykinin and o 
ther natural peptides. ' J. Biol. Chem. , 1993, vol.268, no. 1 
3, p. 9496-9503 Xii\3El4^ p. 94972E?i$jS9~l£n3\ FIG. 1*3*4. T 
ABLE I-V 


8-10 


X 


WEI, L. et al. 'The two homologous domains of human angiote 
nsin I - converting enzyme are both catalytically active. ' 
J. Biol. Chem., 1991, vol.266, no. 14, p. 9002-9008 jfcjSfc£ 
p.9003£*fflT/^6>|gl2-7fiN FIG. 1-5. TABLE I-IV 


8-10 


X 


WEI, L. et al. 'The two homologus domains of human angiotens 
in I - converting enzyme interact differently with competiti 
ve inhibitors. ' J. Biol. Chem. , 1992, vol. 267, no. 19, p. 133 
98-13405 :Jdfc£#\ p. 13399£^26-29fir; FIG. U TABLE I 


8-10 



^PCT/ISA/2 10 m2-<~^(Omt) (1 9 9 8^7^) 



m&MJm-* PCT/JP0 3/1 3 8 5 1 



PANG, S. et al. 'Roles of the juxtamembrane and extracellula 
r domains of angiotensin-converting enzyme in ectodomain she 
dding. ' Biochem. J. , 2001, vol. 358 (Pt 1) p. 185-192 



MARCIC,B. et al. 'Replacement of the transmembrane anchor i 
n angiotensin I-converting enzyme (ACE) with a glycosylphosp 
hatidylinositol tail affects activation of the B2 bradykinin 

receptor byACE inhibitors. 9 J. Biol. Chem. , 2000, vol. 275, 

no. 21, p. 16110-16118 



PANG, S. et al. 'The ectodomain of angiotensn converting eny 
zyme does not dictate sensitivity to secretase cleavage. * B 
iochemical Society transactions, 2000, vol.28, no. 5, p. A262 



Chem. Abstr. , 1995, vol. 123, abstract no. 330713 abstract & 
ISRAEL, A. et al. 'Angiotensin II receptor subtypes and pho 
sphoinositide hydrolysis in rat adrenal modulla. * Brain Re 
search Bulletin, 1995, vol. 38, no. 5. 441-446 



Chem. Abstr. , 1993, vol. 118, abstract no. 252487 abstract & 
RAIZADA, M. et al. 'Increased angiotensin II type- 1 gene ex 
press ion in neuronal cultures from spontaneously hypertensiv 
e rats. ' 1993, vol. 132, no. 4, p. 1715-1722 



Chem. Abstr. , 1989, vol. 113, abstract no. 126431 abstract & 
ROBINSON-WHITE, A. J. et al. 'Inhibition of inositol phosp 
holipid hydrolysis in endothelial cells by pentobarbital. 9 
European J. Pharmacol. , Molecular Pharmacology Section, 198 
9, vol.172, no. 3, p. 291-303 



JukiPCT/I SA/2 1 0 (02"*— ?0ttS*) (1 9 98^7^). 



B^WH^PCT/JP0 3/1 3 8 5 1 



&X8&m3& (PCTl 7&(2)(a)) (OjBSWO, ^©HBRBBEft&ttftOSilcJ: *> if #<Z>«H*>-»K:-3V>-Cf|s 



3. □ f*> a«»*©iBH^*oTPCT^iJ6.4(a)(o»2*XtJ«»3a:©«»c 



asms jswo¥-«^*pbxv^fe^<o«a (ii^^3oit) 



1. □ fflMAtfS&^&igM r<D®R«aE*«tt, ^-C©SKpT«*B* 



4. □ ttU^a*ifcgfcifiiDW^ ^<DS«B8ft«»li, »#<O«ia<0fttofciBtt 



«PCT/ISA/2 10 (i) ) (1 9 9 8^7^) 



PCT/J PO 3/1 3 8 5 1 



• [i] m^(ommi-7 ( - &wmi t-tz>) 

[2] St *©f&H 8 - 1 0 ( - %91$2 trs) 
ffcot, T5y^BBJiJ^CO His Glu Met Gly His IBJOfciS^^ V^tv^ 1 «±©7 5 7 

• JASPARD, E. et al. 'Differences in the properties and enzymatic specificities of 
the two active sites of angiotensin I-converting enzyme (kininase II). Studies with 
bradykinin and other natural peptides. ' J. Biol. Chem. , 1993, vol. 268, no. 13, p. 94 
96-9503 Xfttefo p. 9497&«|»9-16ff, FIG. 1-3-4, TABLE I-V 

• WEI, L. et al. 'The two homologous domains of human angiotensin I - converting e 
nzyme are both catalytically active. ' J. Biol. Chem. , 1991, vol. 266, no. 14, p. 9002 
-9008 D.9003:fc1ira»&*l2-7ff* FIG. 1-5, TABLE I-IV 

• WEI, L. et al. 'The two homologus domains of human angiotensin I - converting enz 
yme interact differently with competitive inhibitors. ' J. Biol. Chem. , 1992, vol. 2 
67, no. 19, p. 13398-13405 3CSk£fck p. 13399^E^26-29=fr, FIG. U TABLE I 



1&£rCTVl SA/2 1 0 mm<<~i?) (1 99 8f7^) 



Rec'd F#FTO 



28 APR 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/13851 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 A61K38/46, A61K45/00, A61P15/00, A61P25/28, A61P31/04, 
A61P43/00, C12N9/64, C12N15/57 

According to International Patent Classification (IPC) or to both national" classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K38/46, A61K45/00, A61P15/00," A61P25/28, A61P31/04, 
A61P43/00, C12N9/64, C12N15/57 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPlus(STN), BIOSIS(STN) , MEDLINE (STN) , EMBASE(STN), WPI, JOIS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



P,X 
P,A 



Hajime KONDO, 'Mouse Seishoku Saibo GPI Anchor- 
gata Tanpakushitsu Yuri Inshi no Tanri to Kino 
Kaiseki 1 , Seishoku Saibo no Seigyo Kiko to Hassei 
Kogaku, Heisei 11-14 Nendo, No. 11234101, pages 69 
to 72 

WO'91/354 Al (INSERM INST . NAT . S ANTE & RECH.MED. ) , 
10 January, 1991 (10.01.91), 



1-4 
5-10 



1-7 



Full text 
& FR 2649412 Al 
& JP 4-500612 A 
& US 5801040 A 



& EP 432254 Al 
& CA 2035888 Al 



JP 2001-316287 A (BML, Inc.), 
13 November, 2001 (13.11.01), 
Full text 
(Family: none) 



1-7 



| x | Further documents are listed in the continuation of Box C. | | Seepatent family annex. 



' Special categories of cited documents: 

A" document defining the geoeral state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 
date 

document which may throw doubts on priority claim(s) or which b 
ciled to establish the publication date of another citation or other 
special reason (as specified) 
"O" document referring to an oral disclosure, use, exhibitioo or other 
means 

"P* document published prior to the international filing date but later 
than the priority date claimed 



T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand Ihe principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considertd to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
03 February, 2004 (03.02.04) 



Date of mailing of the international search report 

24 February, 2004 (24.02.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/13851 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 95/32725 Al (QUEEN MARY & WESTFIELD COLLEGE) , 
07 December, 1995 (07.12.95), 
Full text 

& AU 9525345 B & EP 760672 Al 

& US 6011015 A & JP 2001-506225 A 

JASPARD, E. et al., 'Differences in the properties 
and enzymatic specificities of the two active 
sites of angiotensin I-converting enzyme (kininase 
II) . Studies with bradykinin and other natural 
peptides.' , J.Biol .Chem. , 1993, Vol.268, No. 13, 
pages 9496 to 9503; full text; page 9497, left 
column, lines 9 to 16; rigs. 1, 3, 4; table I-V 

WEI, L . et al., 'The two homologous domains of 
human angiotensin I-converting enzyme are both 
catalytically active. 1 , J. Biol . Chem. , 1991, 
Vol.266, No. 14, pages 9002 to 9008; full text; 
page 900 3, lower left column, 12th line from the 
bottom to 7th line from the bottom; Figs. 1 to 5; 
table I-IV 

WEI, L. et al., 'The two horaologus domains of 
human angiotensin I-converting enzyme interact 
differently with competitive inhibitors. 1 , J. 
Biol. Chem., 1992, Vol.267, No. 19, pages 13398 
to 13405; full text; page 13399, left column, 
lines 26 to 29; Fig. 1; table I 

PANG, S. et al., 'Roles of the j uxtamembrane and 
extracellular domains of angiotensin-converting 
enzyme in ectodomain shedding.', Biochem.J., 
2001, Vol.358 (Pt 1), pages 185 to 192 

MARCIC, B. et al . , 'Replacement of the 
transmembrane anchor in angiotensin I-converting 
enzyme (ACE) with a glycosylphosphatidylinositol 
tail affects activation of the B2 bradykinin 
•receptor byACE inhibitors.', J.Biol .Chem. , 2000, 
Vol.275, No. 21, pages 16110 to 16118 

PANG, S. et al., 'The ectodomain of angiotensin 
converting enzyme docs not dictate sensitivity 
to secretase cleavage. Biochemical Society 
transactions, 2000, Vol.28, No. 5, p.A262 

Chem.Abstr., 1995, Vol.123, abstract No. 330713 
abstract & ISRAEL, A. et al., 'Angiotensin II 
receptor subtypes and phosphoinositide hydrolysis 
in rat adrenal raodulla.', Brain Research Bulletin, 
1995, Vol.38, No. 5, 441-446 



1-7 



8-10 



8-10 



8-10 



Form PCT/1SA/210 (continuation of second sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP03/13851 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



A 



Chem.Abstr., 1993, Vol.118, abstract No. 252487 
abstract 6. RAIZADA, M. et al., 'Increased 
angiotensin II type-1 gene expression in neuronal 
cultures from spontaneously hypertensive rats. 1 , 
1993, Vol.132, No. 4, pages 1715 to 1722 

Chem.Abstr., 1989, Vol.113, abstract No. 126431 
abstract & ROBINSON-WHITE, A.J. et al . , 
•Inhibition of inositol phospholipid hydrolysis 
in endothelial cells by pentobarbital. 1 , European 
J. Pharmacol. , Molecular Pharmacology Section, 
1989, Vol.172, No. 3, pages 291 to 303 



Form PCMSA/2 10 (continuation of second sheet) (July 1998) 




INTERNATIONAL SEARCH REPORT 


International application No. 




PCT/JP03/13051 I 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
I. Q Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. Q Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q Claims Nos.: 

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 
This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet. ) 



1 m r—j As a n required additional' search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. [x] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3, r-*"j As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. r— j n 0 required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



